


DEPARTMENT OF HUMAN SERVICES 

Re: U.S. Patent No. 5,256,664 
Nefazadone Hydrochloride Tablets 

_I : Public Health Service 

Food and Drug Administration 
Rockville MD 20857 

Dear ANDA Applicant for Nefazodone Hydochioride Tablets: 

This letter addresses the status of US. Patent No. 5,256,664 (‘664 patent), which has been listed 
in Approved Drug Products with Therapeu~& Equivaknce &&atioa~ (the Orange Book). 
Bristol-Myers Squibb (Bristal) submitted ths patent to FDA for listing in the Orange Book as a 
protection for the drug product Serzone (nef~odone hydrochLoride tablets), Qn April 4,2003, 
Bristol requested that FDA remove the ‘664,patent from the Grange Book.listing for Serzone 
(NDA 20-152). FDA is removing the ‘664 patent from the Orange Book. 

The Federal Food, Drug, and Cosmetic Act (the act) places the responsibility for submitting 
patent information for new drugs on the new drug application (NDA) applicant. Section 
505(b)(l) and (c)(2). The act further directs that FDA publish the subxinitted patent information, 
id., and update that information every thirty days, section’ 5~5~,)(7)(A~(i~~). FDA anticipated in 
its regulations that NDA applicants would, on occasion, corned patent isolation by 
withdrawing or amending that information. 21 CFR 3 14.53(f) 

FDA regulations describe one limited situation in which the agency will maintain a patent listing 
even after the NDA holder requests FDA remove it from the Orange .Book. This exception is 
described in 2 1 CFR 3 14,94(a)( 121, which provides that 

a patent that is the subject of a lawsuit under [21 CFR 314.LW(c)] shawl not be removed 
from the list until FDA determines either that no delay in effective dates of approval is 
required’under that section as a result of the lawsuit, that the patent has expired, or that 
any such period of delay in effective dates of approval is ended. 

FDA interprets this regulat;on to mean that, if the listed patent has been the subject of a lawsuit 
as a result of the paragraph ,JV ~e~i~~atio~ submitted by the “‘previous ’ applicant under section 
505@(5)(B)(iv), and that applicant’s ANDA contains an appropriate paragraph IV certification, 
FDA will not remove that patent until relevant patent litigation has been resolved and either 1) an 
ANDA applicant prevails and exclusivity is triggered by the court decision finding the patent 
invalid or not infringed, or 2) the first ANDA applicant loses the lawsuit and changes its 
certification to a paragraph, III. This interpretation conforms to the regulatory scheme at the time 
the regulation was promulgated, whereby an ANDA applicant had to have been sued - and 
ultimately prevail - to earn its exclusivity. See 2 1 CFR 3 14. L07(c) (L998)(the applicant 
submitting the first application must successfuLly defend against a suit for patent iut?ingement). 
Although FDA amended some of its regulations as a result ofJ4ovu Pharmaceutic7al Corp. v. 
Shalala, 140 F.3d 1060 @XC. Cir. 1998) to remove the %uccessful defense” requirement for 
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exclusivity, 63 Fed. Reg. 59710 (Nov. 5, 1998), FDA retained the r~q~irem~n.t of a lawsuit 
having been filed in this context. The statutory language that the court found controlling in 
Movu, section 505(j)(5)@)( iv ), is not direcgly applicable to this circumstance. Instead, the only 
applicable statutory provision generally gives control over patent listings to the NDA holder. 
Section 505(b)(l) and (c)(2): FDA’s interpretation of the regulation -- hmiting the exception to 
patent delisting to instances Where NDA holder or patent owner has sued the ANDA applicant as 
a result of the paragraph IV certification -- is consistent with this statutory provision and the 
overall regulatory scheme. Under the circumstances, FDA has .ma~~~~d a reasonable balance 
between allowing NDA applicants to correct patent listings and protecting the incentive for 
ANDA applicants who are sued as a result of a patent certification and bear the cost of that 
litigation. 

No nefazodone ANDA applicant was sued as a result of its paragraph TV certification to the ‘664 
patent. Thus, 2 1 CFR -3 14.107(c) is not a bar to removal of the patent from the Orange Book. 
See July 3 1,2002, letter Ecom Gary Buehler, Director, Office of Generic Drugs, to Apotex 
Corporation regarding delisting U.S. Pate& No. 6,063,927: for Paxil. (enclosed). 

The agency considered and rejected whether, alternatively, it is required to maintain the ‘664 
patent in the Orange Book because at least one ANDA was submitted containing ‘a paragraph TV 
certification, in spite of the fact that no applicant was sued. Under FDA’s current interpretation 
of section 505(j)(5)(B)(iv), the first ANDA applicant to submit a p~a~ap~‘~ certification to a 
patent need not be sued as a result of that certification to-be eligible for 180 days- of exclusivity. 
21 CFR 314.107(~)(2003); @mspac v. Fikdnan, 162 F.3d 1201 @ .C.Cir, 1998). However, the 
agency does not believe that because an ANDA applicant may be eli@ble ,for exclusivity merely 
by submitting a paragraph TV patent challenge, the FDA must maintain the patent listing when 
no litigation results from that certification ,and the NDA holder requests that the patent be 
removed from the list. Moreover, even if FDA were to beheve that it would be reasonable to 
leave the patent in the Orange Book, as a matter of equity based on the bro 
exclusivity under the current regulations, the statutory 
listings to the NDA holder;and the very limited excep ens, mitigate against 
doing so.* 

Therefore, FDA is removing the ‘664 patent Tom the Orange Book.as a,protection for Serzone 
(nefazodone hydrochloride tablets). The ‘664 patent will not serve as the basis for 1.80-day 
exclusivity for any ANDA ireferencing Serzone. Please amend your A accordingly, as 
described at 2 1 CFR 3 14.94(a)( 12)(viii)(C). 

’ Similarly, under FDA’s regulations, an ANDA applicant also will not maintain its eligibility for exclusivity beyond 
the expiration of the patent, even if the applicant has vigorously defended patent litigation resulting from its 
paragraph IV certification. 2 1 CFR 314,34(a)(12)(viii); Dr. Reddy’s Labwatories, Inc., et al. Y. Thumpson, et al., 
No. 02-452, slip op at 27-39 (D.N.J. July 17,2003). 
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If you have any questions regarding this letter? please contact Ms. Ceeelia P&e, Regulatory 
Policy Advisor, Office of Generic Dogs, at 301-827-5845. 

Sincerely, 

’ Gary Buehkr 
Director 
Office of Generic Drugs 
Center for Dmg Evaluation and Research 

Enclosure: July 30,2003, letter to Apotex Corp. 

cc: Daniel E. Troy, OCC 
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DEPARTMENT OF HEALTH 8. HUMAN S$VltCES Public Wealth Service 

ANDA 75-356 Food and Drug Administration 
Rockvifle MD 20857 

Apotex Corporation 
Attention: Marcy Macdonald 
U.S. Agent for Torpharm 
616 Heathrow Drive 
Lincolnshire, Illinois 60069 

Sent by Facsimile and U.S. Mail 

Dear Ms. Macdonald: 

This is in reference to your abbreviated new drug application &NRA) dated March 31, 1998, 
submitted pursuant to section 505(j) of the Federal FOO& Drug, and Cosmetic Act (the Act) for 
Paroxetine Hydrochloride Tablets 10 mg, 20 mg, 30 mg, and 40 mg. ~p~~i~ica~~y, this letter 
addresses the matter of I80-day exclusivity under section SOS(j)(5)(E)(iv) of the Act for ANDAs 
referencing PaxilB, manufactured by GlaxbSmiihKline (GSK),. 

As noted in the agency’s put$ication entitIed Anproved Dm~z, Products with Therapeutic 
Equivalence Evaluations ithe Orange Book), multiple patents are listed for this drug product. . 
The patent numbers ‘and expiration dates of the patents listed in the Orange Book are as follows: 

U.S. Patent No. 4,721,723 expiration (with pediatric exclusivity) 
U.S. Patent No. $789,449 tt 

U.S. Patent No. 5,872,132 w 

U.S. Patent No. 5,900,423 1, 

U.S. Patent No. 6,063,927 _ _ ” 
U.S. Patent No. 6,080,759 11 

U.S. Patent No. 6,113,944 0 

U.S. Patent No. 6,121,291 1, 

U.S. Patent No. 6,133,289 ‘, 

U.S. Patent No. 6,172,233 tt 

June 29,2007 
July 6,2009 
November 19,2015 
November 19,2015 
October 23, 20 19 
NpvemQer 19,2015 
June 14,2015 
September 17,2017 
November 19,2015, 
July 15,2018 

(Note: Patents will be referred to in this letter by the last three digits of the patent number.) 

We have reviewed the submissjons, including original applications and amendments, for the 
ANDAs referencing Paxil,‘and have determined that different applicants have been the first to 
submit paragraph IV certifications for these patents. Torpharm was the first t‘o submit paragraph 
IV certifications for all four strengths as to the ‘723 patent, the ‘759 patent, the ‘289 patent, ‘and 
the ‘233 patent, and as to the ‘291 patent far the 10 me, * 20 mg, and 30 rn& strengths. Different 
ANDA applicants were thk first to submit paragraph IV certifications as to the other listed 
patents and for other strengths. 



ANDA 75-356 
Torpharm 
Paroxetine Hydrochloride Tablets 
180-day Exclusivity 

As you may be aware, in a ‘lirr$ed number of cases, FDA has addressed ahe situation in which 
different ANDA applicants were first to submit patent challenges as TV different listed patents. 
FDA has adopted the “shared exclusivity” approach to address eli~~l~t~ far l&O-day exclusivity 
in these circumstances. 

The facts related to the Paroxetine Hydrochloride ANTI?As present many of the same isGues as 
were addressed by FDA in its application of the shared exclusivity approach to approval of 
ANDAs for omeprazole delayed-release capsules in November 2001. As explained below, the 
same general principles apply ,to the Paroxetine ANDAs. 

Background 

The statutory provision governing 18%day exclusivity reads: 

If the application contains a certification described in subclause IV of paragraph 
(j)(2)(A)(vii) and is for a drug for which a previous application has been submitted under 
this subsection [containing] such a certification, the application shall be made effective 
not earlier than one hundred and eighty days after - 

(0 the! date the Secretary receives notice from the applicant under the 
previous application of first commercial marketing of the drug under 
the previous apptication, or 

the date of a decision of a court in action described in clause (ii> 
holding the patent which is the subject of the certrfication to be invalid 
or not infringed, 

whichever is earlier. j 

Section 505(j)(5)(B)(iv).’ 

FDA’s regulations at 21 CFR 8 314.X07(c)(l) & (2) address the beginning of 180-&y exclusivity 
as follows: 

’ The referenced provision governing paragraph IV certifications at SeCtiOa~05(i)(%)(~)(vii)(IV) states that an 

AND A must contain 
a certification, in the opinion of the applicant and to the be& of his kn~~kd&, with respect to each patent 
wh&& chims the listed drug referred to in clause (i) or which claims a use for such listed drug for which the 
applicant is seeking approval under this subswtion and for which information is~re@red to be filed under 
subsection (b) or (c). . . 

(IV) that such pa&t is invalid or will not be infringed by the manufacture, use, or sale of the new 
drug for which; the application is submitted. 
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AN-DA 75-356 
Torpharm 
Paroxetine Hydrochloride Tablets 
160-day Exclusivity 

If an abbreviated new drug apphcation contains a certification that a ~relevant patent is 
invalid, unenforceablq, or will not be infringed and the application is for a generic copy 
of the same listed drug for which one,or more substantially complete abbreviated new 
drug applications we& previously submitted containing a c@tificatian that the same 
patent was invalid, &enforceable, or would not be infringed, approval of the subsequent 
abbreviated new drug’application will be made effective RO sooner than 180 dajls from 
whichever of the foildwing dates is earlier: 

W 

iii) 

The date the applicant submitting the first application first commences 
commercitil marketing of its diug product;. or 
The date of a decision of the court holding the relevant patent invalid, 
unenforceable, or not inftinged. 

The “applicant submitting the first application” is the applicant that submits an 
application that is both substantially complete and contains a certification that the patents 
was invalid, unenforceable, or not infringed prior to the submission of any other . 
application for the same listed drug that is both substantially compf&te and contains the 
same certification. 

In an August 2, 1999, response to petitions from two generic drug firms addressing this issue 
with respect to approval of ANDAs for cisplatin, FDA stated that ‘these regulations must be 
interpreted, at least in the si+ation with cisplatin, to make eligibility for k&O-day exclusivity 
based on who submitted the: first paragraph IV certification for each listec.patent. (Docket No. 
99P-127UPSAl and PSA2). ThGrefore, in: cases where multiple patents are listed, multiple 
applicants may be eligible for periods of exclusivity for a single drug product. Based upon the 
statements in the petition response, and FJDA’s actions in approving ANDAs for cisplatin, the 
agency’s approach had been to use a patent-based analysis in determining eligibility for 
exclusivity. In other words, the first applicant with a paragraph IV certification for each listed 
patent was separately eligible for 180-day exclusivity based on that patent. Note that, in the case 
of cisplatin, one of the patents uppn which eligibility for exclusiv,ity was based had ‘i=xpired by 
the time any of the AND& eligible for exclusivity co&? be approved, so the agency’s 
interpretation did not result in a delay in approvals of ANDAs. 

Exclusivity Stand-Off 

The agency has recognized, however, that if eligibility for exclusivity is patent-based, without 
regard to the facts and circumstances of specific applications, the agency could be prevented 
from approving ANDAs referencing a pa&cular drug product by multipl$ conflicting 
exclusivities, which is inconsistent with the purpose and operation of the statute. This issue is 
discussed in some detail in the preamble to the proposed rule addressing changes to the ANDA 
approval regulations. 64 Fed. Re,. Q 42873,42875-6 (August 6,1999); widzdmwn 67 Fed. Reg. 
66593 (Nov. 1,2002). 

The situation with omeprazole ANDAs referencing Prilosec illustrated how untenable the patent- 
based multiple exclusivity approach could be in certain situations, when there are multiple 
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ANDA 75-356 
Torpham 
Paroxetine Hydrochloride Tablets 
1 go-day Exclusivity 

patents listed for the listed drug and different first applicants for these patents. Under the patent- 
by-patent approach described in the cisplatin petition response, different NA applicants 
would have been eIigible for exclusivity with respect to different patents listed for the reference 
listed drug. Absent a regulatory solutian, these different exclusivity periods would have blocked 
approval of omeprazole ANDAs indefinitely. 

An exclusivity stand-off whereby‘each ANDA applicant’s approval is delayed indefinitely would 
be so at odds with both the narrow purpose of the 18Oday exclusivity provision and the broader 
purposes of 1984 Drug Price Competition and Patent Term Restoration Act (the Natch-Waxman 
Amendments) as to be absurd, Court decisions, i~clu~ng,~ova Pha~ac~~ti~al Corn., v. 
Shalala, 140 F.3d 1060, 1074: (D.C.Cir. 1998), observe that the, 180-dxy exclusivity period is 
intended as a reward to the ANDA applicant who challenges a listed patent. Such a challenge 
may make it possible for generic drugs to be approved befure the expiration, date of the 
challenged patent. The exclusivity stand-off would prevent the WA applicants who are 
eligible for the exclusivity from bene5ting in any meaningful way from the exclusivity, and 
could substantially and indefinitely delay the availability of lower cost drugs for consumers. In 
that case, the eligible first ANDA applicants would be hamstrung by the very provision intended 
to provide them a benefit, and competition would be stifled by the very provision intended to 
encourage it. The only beneficiary of this interpretation would be the innovator who - despite 
the expiration of 30-month stays on ANDA approval - would see an indefinite extension of its 
monopoly market in a mariner inconsistent with the intent of the ~a~~l~~W~a~ Amendments. 

Regulatory Solution 

To avoid results that cannot :be reconciled with the purposes of the 180-day exclusivity provision 
in particular and the Katch-Waxman Amendments in general, the agency has sought an approach 
to 180-day exclusivity that both hews as closely as possible to statutory language and is 
consistent with the goals of the legislation. It seems clear that Congress did not anticipate, and 
therefore did not address, this factual situation in drafting the 180-day exclusivity provisions of 
the Act, and FDA,certainly did not contemplate it in promulgating the regulations now in effect. 
As noted in the cisplatin petition response, these regulations were adopted. when the agency 
interpreted the statute to require that an ANDA applicant be sued and win its patent litigation to 
qualify for exclusivity. ’ The chances of two applicants, each of wh,om was fast ‘for a different 
patent, winning their patent litigation was extremely low.’ 

The text of the Act does not address the situation in which two AND+ applicants’ eligibility for 
exclusivity will create a stand-off in approvals, and the legislative history is similarly 
unilluminating. Accordingly, the agency has the discretion to construe the statute reasonably to 
further the purposes of the Istatute. Alternatively, even if the statutory language could be 
interpreted to result in an exclusivity stand-off, such an ~nte~reta~o~ would be inconsistent with 
the purpose of the statute, inconsistent with agency policy, and the a.gency should reject it for 
producing an absurd result. 

’ In the years from 1984 to 1998, only ,three AND A applicants qualifiti for I SO-day exclusivity. Since the Ma 
decision in 1999, over 70 AND&s have received ‘ 180 days of exdusivity. 
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Once the interpretation resulting in the exclusivity stand-off is rejected, the choice appears to be 
between rewarding all applicants who submitted a ftrst paragraph Iv ANDA by giving them ah 
the shared chance to market durmg the exclusivity period, or rewarding the very first applicant to 
challenge any listed patent by giving that applicant the entire exclusivity period &itself,‘ 

Under the usual application of the 180-day exclusivity provision, the agency -would approve the 
ANDA eligible for exclusivity whenever it was ready for approval, and the e%lusivity would 
begin to run, independent of the approval, .6&h the commercial ~a~k~ti~~g of -that drug product or 
with a court decision on the patent, whichever was first. H,owever, when two or more applicants 
have exclusivity as to different patents that effectively blocks one another, the approval of the 
ehgible ANDAs (and thus the:possibihty of the commercial marketing trigger coming into play) 
cannot occur without some resolution of the stand-off. The agency ~;evie~k? two approaches to 

‘-resolving the question of which ANDA may be approve? - and w&n. - incases where 
different applicants are first to submit paragraph IV certifications to different patents. 

FDA determined that when approval of an ANDA eligible for exclusivity is blocked by another * 
applicant’s eligibility for exclusivity, the applicants that are eligible for the M&day period of 
generic drug exclusivity may ,share the same exclusivity period. An approach that shares the 
exclusivity among all of the first ANDA applicants (“shared exclusivity”) would &ward the first 
applicants to submit a paragraph IV certification with respectto any listed patent, and is 
therefore consistent with the mostnatural reading of the statutory text, whi& refers to the 
paragraph IV certification for the patent. The gelieral approach to shared exclusivity is as 
follows: i 

When different applicants have submitted first paragraph TV ANDAs for different listed patents, 
FDA will approve the ANDAs that are,first for any listed patent as soon as they are otherwise 
eligible for approval. That is, if it is only another applicant‘s eligibility for I HI-day exclusivity 
as to a different patent that would block approval for an applicant that is itself eligibIe for 180 
days of exclusivity, FDA will approve the ANDA. Exclusivity for all the AND& eligible for 
exclusivity at that time will be shared, and,it will be triggered by the ea&&.of either first 
commercial marketing of any first applicant or a court decision on any one of the patents that, 
qualified any applicant for exc1usivity.s During that “share$, exclusivity period, FDA may 
approve any ANDA eligible for exclusivity, but no other ANDAs. 

Obviously, this approach may deprive any one applicant of the chance to be the sole competitor 
to the NDA holder. But the! exclusivity is already structured in such a way that eligibility for 
exclusivity does not guarantee 180 days as the sole marketed generic drug (i.e., the court 
decision trigger could start exclusivity before an ANDAis approved, or u~ce~aiRty over the 
patent could result in no marketing of an approved product until an affirmance in the Federal 

3 FDA has been asked to clarify which court decisions on which patents may be&in the running of “shared” 
exclusivity. FDA intends that exclusivity could b&%riggered by a court decision on any of the patents that qualify an 
ANDA applicant for exclusivity as of the time of the application of the skred exclusivity: that is, at the time an 
applicant eligible for I80-day exklusivity is ready for final approval except for another applicant’s eligibility for ISO- 
day exclusivity as to another patent. 
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Circuit of a district court win). A shared exclusivity approach will lim.it the number of ANDAs 
_ approved during the exclusivity period to the number of “first” applicants. Moreover, it may 

give each first applicant some part of the benefit from removingthe multipile patents as barriers 
to approval, when any one of those ‘patents could have delayed approval of ANDAs. There is 
also a clear benefit to consumers if FDA were to approve more then one ANDA: with multiple 
ANDAs approved and eligible fur exciusiviiy, it is more likely that the ex&zGvity period will.be 
triggered more quickly and at least one of the generic drugs will reach the market during the 
exclusivity period. Past experience has shown that first generics who are the sole applicants 
eligible for exclusivity often find it in their interest not to begin the exclusivity period. 

FDA rejected a “one first applicant” approach, which would give all the exclusivity to the very 
first ANDA applicant to submit a patent challenge to any patent listed for the innovator drug. 
FDA would approve only the ANDA of the applicant who submitted,the first paragraph N 
certification for any patent, regardless of the patent for which-it was s~~~~~d. That applicant’s 
exclusivity would then begin to run with first marketing or a court decision on the patent that is 
the subject of the first certification. During the exchrsivity per&d the agency would approve no 
other ANDA for the listed drug. When the exclusivity expired, all subsequent applicants would 
be eligible for approval if they otherwise met the approval requirements. 

The one first applicant approach would reward the first apphcant to begm to clear the path to 
ANDA approvals by challenging a Ned patent, However, the:agency b&eves that this 
approach would be less consistent with the statutory language than the shared exclusivity option, 
because this approach would be based upon a challenge to only one listed patent (the one for 
which the earliest paragraph IV certification was submitted). As noted above, the statute 
appears to apply exclusivity’ specifically with respect to an ANDA containing s paragraph IV 
certification for a patent for :which a previous paragraph IV cetiification has been received for 
the same patent. Also, although promptness in challenging patents listed early in the Orange 
Book is important, it is certainly not adequate to removethe barriers to approval posed by later 
listed patents. Finally, by vesting the power to begin the exclusivity and the marketing of the 
drug in the hands of only one applicant, this approach would hold the potential for delays in the 
approval of generic drugs because there may be no court decision on this particular patent and 
the sole first, apphcant might not begin commercial marketing of its drug pro$uct. As a result, 
the 180-day exclusivity period would not begin to run, and the av~~a.~l~ty of multiple generic 
drugs could be substantially delayed. 

Thus, the agency has adopted the shared exclusivity approach as more consistent with, the 
statutory language, and with the intent of both the 180-day exclusivity provision and the Hatch- 
Waxman Amendments. FDA has now applied this approach on several occasions. 

Shared 180-Dav Exclusivity and Paroxetine Hvdrochloride Tablets 

Shared excXusivity applies :to Paroxetine ~ydrochlo~de”~As because different applicants are 
eligible for 180-day exclusivity as to different listed patents. 
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The agency has determined that TorPharm’s ANDA was the tirst subs~~ial~y complete AND A 
containing a paragraph IV certification for all four strengths as to the ‘723 patent, the ‘759 patent, 
the ‘289 patent, and the ‘233 patent, and as to the ‘291 patent for the 10 mg, 20 mg, and 30 mg 
strengths. Different ANDA applicants were first to submit paragraph IV certifications as to the 
other listed patents and strengths. 

Therefore, FDA has detemGne$ that it will approve your ANDA, and the A.NDAs of other 
applicants also eligible for 180-day exclusivity, as soon as they are otherwise eligible for 
approval (i.e., ai1 patents with 3 paragraph IIl~certification have expired, no 30-month stay, 
ANDA meets other 505(i) approval uirements’, etc.). Approval of an- A will not trigger 
the beginning of exclusivity. l$xclusivity wiil‘begin to ru’x1 with 1) the first camercial 
marketing of the drug product ;by any spbnsor eligible for 180-d&y exchGvity> or 2) a court 
decision on any of the patents as to which ar& applicant qu@ified for the 180-day exclusivity, 
whichever comes first. During the 1 SO-day exclusivity period,. only those applicants eligible for 
exclusivity may be approved. , Once the 180 days of exclusivity-expire, FDA may approve any 
other ANDAs for Paroxetine Hydrochloride that are otherwise eligible for approval. 

Status of the TorPharm ANDA 

FDA has determined that thefe is one remaining 3@mon\th stay, relating to the ‘233 patent, 
applicable to TorPharm’s AWA. As you ‘know, by letter of July 1,2Oc)3, GSK requested that 
FDA remove the ‘927, ‘759, a$d ‘233 patents from the Orange Book. Thus, CSK has effectively 
abandoned its claim to that 30-month stay. There are no o&er barriers to approval of TorPharm’s 
ANDA and that ANDA is bejng approved today by separate approval letter. 

Pursuant to 21 C.F.R. 0 3 14.94(a)(lZ)(vi~~),~), FDA will not remove a patent from the Orange 
Book that hss been the subject of,relevant patent litigation until the agency has detetined that 
no ANDA applicant is eligible for 180-day exclusiyity as to that patent. ToPharm is eligible for 
180-day exclusivity as to-the ‘759 and ‘233 patents. Therefore, ,FDA will not remove those 
patents from the Orange Bodk until.the 180-day exclusivity period has expired.4 There has been 
no rele,vant litigation as to the ‘927 patent, and therefore the ‘927 patent is being withdrawn from 
the Orange Book, and will not serve as a basis for exclusivity. If TorPharm were to relinquish its 
eligibility for 18Q-day exclusivity as to the ‘759 and ‘233 patents, those patents would be 
removed from the Orange Efook immediately. 

’ Although FDA reached a different outcome recently in deciding-co immediately de&t a method of use patent (the 
‘479 patent) for gabapentin, that situation involved different circumstances. In the gabapentin case, the paient holder 
essentially admitted to FDA thai it had violated FDA reg.ktions in submitting tire patent for Ming that did not 
claim an approved use. Further,’ the court in PutGuac Pharm. Co. vS Thorq~~son, 238 F, Supp. 2d 19,I(D.D.C. 2002) 
found that the ‘479 patent had b&n improperly submitted and enjoined FDA from refusing. to approve any ANDA 
solely on the ground that it contkined a section viii statement to the ‘479 patent. For reasons expltiined in the 
gabapentin administrative decisions and litigati&, those circumstances l$d FDA to immediately detist the patent. 
However, those circumstances are not present in this case. 



ANDA 75-356 
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Please note that a letter contaiqing substantially the ~arne information iS being sent to the other 
ANDA applicants eligible to share the 180-day exi;lusivity far Paroxetine Hydrochloride. If you 
have any questions regarding this letter, plea% contact MS. Cecelia, Parise, Regulatory Policy 
Advisor to the Director, Office of Generic Drugs, at 301-827-5845. 

Sincerely, 

Gary Buedler 
Director 
Office of Generic Drugs 
Center for Drug Evaluation and Research 

cc: Daniel E. Troy, OCC 


